A:
The purpose of the guideline is to set the standards for the molecular analysis of lung cancers in order to guide targeted therapy treatment decisions based on the molecular results. Targeted tyrosine kinase inhibitor (TKI) therapy provides significant improvement in survival and quality of life for those patients whose tumors harbor certain specific molecular alterations. Guidelines and consensus statements are supported by the best available evidence and expert consensus and they are intended to assist physicians and patients in clinical decision-making. It is the responsibility of the treating physician or other health care provider, relying on independent experience and knowledge, to determine the best course of treatment for the patient.
Q:
The guideline mentions testing only for advanced stage patients. How is advanced stage defined?
A:
Advanced stage is defined as those patients with stage IIIB (lymph node involvement i) on the opposite side of the chest from the affected lung, ii) above the collarbone, iii) or at the top of the lung; or stage IV (distant metastasis) lung cancer.
Q:
Have any new genes been added to the new molecular testing guideline?
A:
ROS1 testing is strongly recommended and must be performed on all lung advanced stage adenocarcinoma patients, irrespective of clinical characteristics.
BRAF, RET ERBB2 (HER2), MET and KRAS molecular testing are not currently indicated as routine stand-alone tests outside the context of a clinical trial; however, the expert consensus opinion is that it is appropriate to include these as either part of larger testing panels performed initially or when routine EGFR, ALK, and ROS1 testing are negative.
Q:
Why is BRAF not included in the "must-test" list of genes?
A:
The published evidence available at the time of publication lacked controlled prospective trials and, therefore, lacked the strength to warrant an international recommendation for single-gene BRAF testing for all lung adenocarcinoma patients. It is anticipated that the next revision of this guideline will include a recommendation to include single-gene testing for BRAF alongside EGFR, ALK, and ROS1, as the publication of stronger evidence supporting the utility of BRAF inhibition in BRAF-mutant lung cancer is expected.
Q:
EGFR and ALK testing was recommended in the 2013 guideline -does this change in the new 2017 guideline?
A:
There is currently sufficient evidence to support a strong recommendation that physicians must use EGFR and ALK molecular testing for lung adenocarcinoma patients, irrespective of clinical characteristics, at the time of diagnosis for patients presenting with advanced stage disease, or at progression in patients who originally presented with lower stage disease but were not previously tested.
It is strongly recommended that in lung adenocarcinoma patients who harbor sensitizing EGFR mutations and have progressed after treatment with an EGFR-targeted tyrosine kinase inhibitor, EGFR T790M mutation testing should be used to guide selection of treatment with third generation EGFR inhibitors. Laboratories testing for EGFR T790M mutation in patients with secondary clinical resistance to EGFR-targeted kinase inhibitors are recommended to use assays capable of detecting these mutations in as little as 5% of viable cells.
There is currently insufficient evidence to support a recommendation for or against routine testing for ALK mutational status for lung adenocarcinoma patients with sensitizing ALK mutations who have progressed after treatment with an ALK-targeted tyrosine kinase inhibitor. As more patients experience resistance and receive second-generation inhibitors, future data may show an association between secondary mutation and sensitivity/resistance to different inhibitors.
